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Objective: To examine the effects of classification on treatment in major depressive

Method: This is a narrative review.

Results: MDD is a highly heterogeneous category, leading to problems in classification
and in specificity of treatment. Current models classify all depressions within a single
category. However, the construct of MDD obscures important differences between severe

disorders that require pharmacotherapy, and mild-to-moderate disorders that can respond
to psychotherapy or remit spontaneously. Patients with mild-to-moderate MDD are being
treated with routine or overly aggressive pharmacotherapy.

Conclusions: The current classification fails to address the heterogeneity of depression,

leading to mistreatment.

Le traitement fautif du trouble dépressif majeur

Objectif : Examiner les effets de la classification sur le traitement du trouble dépressif

majeur (TDM).

Méthode : Il s’agit d’'une revue narrative.

Résultats : Le TDM est une catégorie hautement hétérogéne, ce qui entraine des
problémes pour la classification et la spécificité du traitement. Les modeles actuels classent
toutes les dépressions dans une seule catégorie. Toutefois, le construct du TDM occulte
d’'importantes différences entre les troubles graves qui demandent une pharmacothérapie,
et les troubles bénins a modérés qui peuvent répondre a la psychothérapie ou se rétablir
spontanément. Les patients souffrant d’'un TDM bénin a modéré sont traités avec la
pharmacothérapie courante ou trop vigoureuse.

Conclusions : La classification actuelle ne tient pas compte de I'hétérogénéité de la
dépression, ce qui entraine un traitement fautif.

Afommon diagnosis in psychiatry, MDD and its
reatment has long been a central concern for our
specialty. However, depression can be a symptom or a
syndrome, and the boundaries of depressive disorders are
unclear.

Constant use over decades has reified current categories
of mental disorder,! creating the illusion that they are
established neurobiological entities. In fact, almost all are
syndromes with a provisional status. While descriptive
psychiatry is useful as a heuristic, it does not account for
the mechanisms behind mental illness. Yet psychiatric
diagnosis, encouraged by the pharmaceutical industry, has
been expanded, medicalizing normal distress in a way that
has been called disease-mongering.’
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Overdiagnosis of MDD can occur in patients whose
symptoms fall within other categories, or who are simply
unhappy.® A recent large-scale survey of practice* found
that only 38% of patients identified by clinicians as having
MDD actually met formal criteria for this diagnosis, and
that many received the same therapy as those who do meet
criteria.’ This is part of a larger trend, in which diagnosis-
driven psychopharmacology dominates the practice of
psychiatry, and in which polypharmacy has become almost
routine.®

How Major Is Major Depressive Disorder?

The larger problem is the definition of MDD as a
diagnostic category. The term major, introduced in
DSM-III, and unchanged in DSM-5,® aims to distinguish
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clinical depressions with significant effects of functioning
from milder cases that are not disabling. But DSM-5 lacks
a category of minor depression. While DSM-5 allows
for modifiers (melancholia and psychosis), it assumes
that depression is a single category, and that clinical
presentations only vary according to severity. This makes
MDD an overly broad and heterogeneous diagnosis. While
DSM-5 specifically eschews a direct link between diagnosis
and management, this classification has given clinicians the
impression that all patients who meet criteria should receive
the same treatment.

Considering all patients with depressive symptoms to have
a single disorder also obscures etiological heterogeneity.
Traditionally, psychiatrists have always made a distinction
between a severe depressive illness called melancholia, and
episodes of lowered mood that are primarily reactions to life
circumstances.” Several researchers®® maintain that MDD is
not that major, and that melancholia should be retained as a
separate category, as it has a different etiology, and because
it requires different treatment.

Several decades ago, a widely quoted article in Science!®
argued that there was no basis for separate categories of
depression, all of which lie on a continuum of severity. This
model became highly influential, was adopted by DSM-III,
and continues to appear in DSM-5,"! in which melancholia
and psychotic depression became modifiers rather than
separate diagnoses.

This model can also be interpreted as suggesting that
depression is a neurobiological disorder that requires
pharmacological treatment—as opposed to an exaggerated
response to life stressors that can respond to psychotherapy.
The continued influence of the unitary model helps to
explain the current tendency to treat all patients with MDD
with medication. There is even a widespread perception that
failure to prescribe ADs could constitute malpractice, and
be the basis for a lawsuit, as indeed happened in a famous
case in the United States.'?

The division between melancholic and nonmelancholic
depression is, like most distinctions in psychiatry, far
from absolute. Not everyone becomes clinically depressed
after a loss, and genetic vulnerability always plays a role,
even in the most minor depressions.'”® Nonetheless, the
evidence for a causal relation between life stressors and
mild-to-moderate depression is very strong.'* Eliminating
all distinctions between the various types of depression
supports treatment options that do not distinguish between
conditions that respond to medication from those that do
not.

Abbreviations

AD antidepressant

AP antipsychotic

DSM Diagnostic and Statistical Manual of Mental Disorders
MDD major depressive disorder
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Clinical Implications
* MDD is heterogeneous.
* ADs are most effective in severe depression.

* Routine and overly aggressive psychopharmacology for
mild-to-moderate depression is not based on evidence.

Limitations
*  Vulnerability to depression remains poorly understood.

* More research is needed on treatments that could be
specific for mild-to-moderate depression.

Which Patients Benefit From ADs?

Melancholic depression is a severe mental disorder with a
strong biological component; it usually requires treatment
with ADs, adjunctive APs, and (or) electroconvulsive
therapy.® However, these treatments are less effective in
mild-to-moderate depression.'” In melancholic patients,
ADs are markedly superior to placebos, which have almost
no effect on the symptoms of severe depression.'® Moreover,
one of the classical characteristics of melancholia is that it
comes out of the blue, and can be relatively independent
of stressful circumstances.” In contrast, mild-to-moderate
depression is best understood as an intense reaction to life
stressors.® This distinction helps explain the findings of
efficacy studies, in which the therapeutic effects of ADs
depend on severity, and that in mild-to-moderate depression
they rarely surpass a placebo,!® as well as the findings of
effectiveness studies,'”'* which show that many patients
do not consistently respond to AD therapy, even after
augmentation and switching.

A diagnosis of MDD is not a useful guide to treatment
options because the DSM-5 algorithm for diagnosis is overly
inclusive. One can be categorized as having this disorder
after suffering as few as 5 out of a list of 9 symptoms for as
little as 2 weeks.!" This brief time scale helps explain why
the lifetime prevalence of MDD in the population is at least
50%, or even higher." It also helps explain why depression
screening is not particularly useful, as these procedures
pick up transient and mild episodes that tend to get better
on their own.??!

The implication is that ADs are being overprescribed.
Modern psychiatry suffers from the overselling of drugs
that are effective when used for precise indications, but
ineffective when prescribed for unhappiness. AD therapy
would be more specific and reliable if DSM-5 had adopted
a narrower definition of MDD, with criteria that specifically
indicate a need for medication.

The common scenario of a poor or inadequate response
to ADs has been called treatment resistance.”? Problems
in response to standard treatment have been examined in
effectiveness studies that follow patients over extended
periods,'® but that design fails to control for naturalistic
remission. One cannot know whether moving patients from
one step to another in a research design simply allows them
the time to heal on their own.

The Canadian Journal of Psychiatry, Vol 59, No 3, Mars 2014 149



Perspective

While some patients can do better on 1 AD than another,
switching shows markedly diminishing returns after 2
agents have been tried.'” Augmentation with APs presents
problems because of the troubling side effects of these
agents. While APs have demonstrated effectiveness in
melancholia,’ their value in mild-to-moderate depression
is doubtful. The US Federal Drug Administration has
accepted an indication for augmentation with some of the
APs currently on the market. But this decision remains
controversial, and decisions were made based on only a
small number of clinical trials—all paid for by industry, and
with none replicated by independent researchers.”

A common explanation for inconsistent response to ADs is
delayed action. Many clinicians believe these agents have
to be given for at least 2 weeks, or more likely for 2 months,
before one can say they have not worked. Nevertheless, a
large-scale meta-analysis® showed that patients on placebo
have the same delayed response. An alternative explanation
is that a percentage of treatment-resistant patients will not
respond to ADs, and that some patients get better owing to
naturalistic remission.

Clinicians have puzzled over the observation that some
patients receiving a stable dose of ADs sometimes stop
responding after a few months of treatment. While
neurobiological mechanisms have been hypothesized to
account for this phenomenon, it could also be explained if
the populations under study are a mixture of true responders
and placebo responders.”® Given that the level of placebo
response to these agents is at least 40%,'® patients who
no longer receive benefit from an AD may have only had
a placebo response to begin with, or show naturalistic
recovery that is attributed to a prescription. Unfortunately,
placebo effects are not well understood by physicians.*
Clinicians do not usually know whether the drugs they
prescribe have worked, or whether their patients have been
provided enough hope to move to a spontaneous recovery.
One cannot assume that when patients feel better it proves
that drugs have been effective.

Implications for the Treatment of Depression

The belief that a diagnosis of MDD is almost always an
indication for prescription of ADs is a consequence of
the unitary theory of depression, but is also related to the
theory that mood disorders are primarily neurobiological.
However, the chemical imbalances often invoked to explain
clinical depression have never been shown to exist.”’
Years of propaganda from drug companies and their paid
consultants from academic psychiatry have convinced
clinicians that this theory is well grounded in empirical
data. The reality is that we could be decades away from
understanding the neural basis of diatheses for depression.

While the unitary theory downplays psychosocial factors in
the etiology of depression, mild-to-moderate depression is
usually related to experiences of loss that are exaggerated
by diatheses. There has been a good deal of discussion of
the decision by DSM-5 to eliminate the traditional exclusion
when depressive symptoms appear to be causally related
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to grief.?® Nevertheless, many other adverse life events
(for example, losing intimate relationships or losing a job)
also lead to symptoms.? Therefore, it is not surprising
that depression does not respond in a consistent way to
pharmacological treatment.

Even if it often takes longer to get results, psychotherapy,
based on cognitive or on interpersonal models, is as
effective as medication for milder depressions,* and should
be considered as a first-line treatment. Unfortunately,
psychiatry has moved away from an earlier interest in
psychotherapy.®! While there is little doubt that some of the
earlier claims for talking cures were overblown, we have
gone to the other extreme in focusing almost exclusively on
psychopharmacology.®!

Mild-to-moderate depression can be managed conser-
vatively, without aggressive psychopharmacology. However,
advocates of the unitary theory have promoted an approach
poorly supported by evidence. The treatment guideline
adopted by the American Psychiatric Association® favours
immediate therapy with ADs, at any level of severity,
implying that psychotherapy is less effective. In contrast, in
the United Kingdom, the National Institute for Health and
Care Excellence, recommends that patients with milder forms
of depression should not be prescribed drugs on a first visit,
but be followed supportively and encouraged to improve
their lifestyle.* ADs are only recommended when these
initial interventions fail, and psychotherapy is clearly stated
to be equally effective. The Canadian Network for Mood
and Anxiety Treatments guideline,** takes an intermediate
position, suggesting that either ADs* or psychotherapy* can
be first-line options.

Summary and Conclusions

Most psychiatric diagnoses describe syndromes rather than
illnesses, and some are entirely based on symptoms.*! This
problem afflicts all of psychiatry, in which diagnoses are
based on clinical observation, and in which researchers
can only hope to identify endophenotypes.’’” Hardly any
biological processes have been discovered that could be
specific to any mental disorder.’® Psychiatrists are therefore
forced to fall back on clinical observation.

If response to ADs depends on severity, then medication
should only be routinely prescribed when depression is either
severe or shows clear-cut vegetative features, while ADs
could be considered second-line options for patients who
do not respond to psychotherapy.®* Inconsistent responses
to treatment can also be framed within comorbidity, as
depression is a symptom that accompanies many other
diagnoses. For example, patients with personality disorders
do not respond well to ADs,* and their personality-related
symptoms do not disappear when depression is treated.*
What this tells us is that the reification of MDD fails
to account for a vast heterogeneity, leading to routine
treatments that sometimes work but often do not.

Instead of concerning ourselves with treatment resistance,
we might consider addressing the resistance to modifying
the current concept of depression. During the preparation of
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DSM-5, a group of experts came out in favour of abandoning
the unitary model of MDD.* But this suggestion was not
taken up by the editors of the manual. The most likely
explanation is that the unitary model has an attractive
simplicity, as opposed to the more complex alternative of
considering that depression is not one, but many things.
When diagnostic criteria are too broad, patients can receive
harm rather than benefit from treatment.*
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